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The OflBce Actioi 



Claitns 29 
rejection is 



addressed 



50 were rejected under 35 U.S.C. § 1 12, second paragraph. This 
as follows. 



New Claims 

New claitnls 
39, respectively, 
makers of claim 
cancelled subject 
new claims. 



51 and 52 have been added to include subject matter of claims 33 and 
New claim 53 has been added to indicate that the positive and negative 

are DNA probes, and new claim 54 has been added to incorporate 
matter of claim 49. No new matter has been added by addition of these 



Rejections under 



35 U.S.C. S 1 12. second paraEraph 



Claims 29 
several grounds. 

Claim 29 
rejection has been 
deleted from the 

Lti addition 
step (a), which 
detemiining 
filed and would 
of this language 

Claim 29 
Examiner assertiifg 
desired positive 
evaliiation and us|s< 



[markers 



have 



coes : 



Ad00 3iaWlVAViS3g 



REMARKS 



re imres 



50 were rejected under § 1 12, second paragraph as being indefinite on 
Vhich are addressed as follows. 

-^BS deemed indefinite in reciting the phrase "in vivo assay." This 

met by the present amendment in which the phrase *Un vivo" has been 
j>reamble of the claim* 

, applicants point out that claim 29 has been amended to include new 
'^providing a suspension of isolated or expanded celb and 
thereof." It is submitted that this step was implicit in the claim as 
been understood by the skilled person. Accordingly, in corporation 
not constitute new matter, 
Vvas also deemed incomplete for omitting essential elements, with the 

that claim 29 must specify both "a selecting cells identified with 
i^iolecular markers'* and "a step for purifying the cells selected for further 
On these issues^ applicants point out that such steps are 
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unnecessary, Cel 



s used in the meHiod of claim 29 are not selected prior to injection in an 
animal. Indeed claim 29 relates to the use of the animal for identifying positive and 
negative cell marisers. A number of expression markers of the cell suspensions of 
chondrocytes are dentified prior to introducing the cells into an animal and, based on the 
outcome of step (d) (evaluating the in vivo formed cartilage histologically as to whether it 
is stable, non-vasoularised cartilage) the markers positively or negatively associated with 
the ability of the ])0pulation to form stable hyaline cartilage are identified. Thus, the 
markers that appeared in those ceU populations that form stable hyaline cartilage in vivo 
are coiLsidered po dtive markers, while those markers that did not appear in the cell 
populations that t im out to form stable hyaline cartilage, are considered negative 
markers. Finally, applicants note that a correlation step describing how step (e) relates to 
the preamble phri se "identifying molecular markers linked to phenotypic stability of a 
chondrocyte cell ] )opulation" is unwarranted. This is because chondrocyte populations 
with/without chondrocyte phenotypic stability (i.e. non-selected chondrocyte 
populations) are Xised in order to identify the markers which are linked to chondrocyte 
phenotypic stability. 

Another basis of the indefiniteness rejection turns on the assertion that the phrase 
"in an amount equivalent to" does not recite "at least 1 x 10^ chondrocytes," rendering 
the claim indefinite because the meaning of the phrase "in an amount equivalent to" 
cannot be deterra ned. This ground of the rejection is respectfully traversed Applicants 
first point out tha : the phrase "in an amount equivalent to" should not be taken out of 
context Next, liVe the claims, applicants' specification, for example, at page 15 (lines 4- 
5), indicates that i he suspension of chondrocytes is 'in an amount equivalent to at least 1 
X 10^ . . . chondrocytes as applied to immune-deficient mice/* Moreover, one skilled in 
the art would furt ler understand that tiie required number of cells is that amount of cells 
that allows for th<? production of stable, non- vascularized cartilage. Accordiogly, given 
this description, cne skilled in the art would readily understand the meaning of the phrase 
'4n an amount equivalent to/* and as such, this description "reasonably apprises those 
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skilled in the ait" jf the scope of the present claims. See, for example. Miles 
Laboiatories^ Iy ic |v. Shandon. Inc.. 997 F.2d 870, 27 U.S.P.Q.2d 1 123 (Fed. Cir. 1993) 



iread 



vras 



fresHy 



v^as i 



has been \ 



2 SIS 



markers 



C*lf the claims 
of the scope of th< I 
for adequate 
on this point is 

Claim 30 
serially passaged 
recite '^ising 
expression analyses 

Claim 30 
This rejection 
"including" with 

Another b; 
phrase "and/or 
because the metes 
occurrences of thi 
indicate that such 
amended, the 
flie method of claim 

With respe 
amended to sped 
promoter of the 
specification on 
All other claims 

Claim 33 
RNA cells," as 
first pointed out 



in light of the specification reasonably apprise those skilled in the art 
invention, § 1 12 demands no more...The degree of precision necessary 
clainks is a function of the nature of the subject matter/*)* Reconsideration 



rec[uested. 



deemed unclear in reciting the phrases 'Hising freshly isolated or 
' ;ell$ xising ..." This rejection has been met by amending claim 30 to 
isolated or serially passaged cells and using differential gene 



iphrsise 



also deemed indefinite in view of the phrase ^'methods including," 
met by the present amendment to claim 30, which replaces 
1 he phrase "selected from the group consisting of." 

of the indefiniteness rejection is based on the assertion that the 
co-detectable with these markers and/or reporter . . /' is indefinite 
and bounds intended camiot be determined. To address this issue^ all 
phrase '*co-detectable with these markers" has been amended to 
markers are "identified by the method of claim 29." Accordingly, as 
'^co-detectable markers" relates to those markers that are found in 
29 to be co-expressed with the markers recited in claim 31. 
ct to claim 31, applicants also point out that this claim has been 
■y that a reporter construct utilized in the claimed method includes the 
tilarker itself. Support for this amendment is found, for example, in the 

15 (lines 3-8), page 15 (lines 12-15), and page 21 (lines 11-15). 
including this language have been similarly amended. 

deemed indefinite for reciting the phrase *'hybridi2ing to messenger 
as for omitting essential elements. In response to this rejection, it is 
the claimed method docs not include the step of selecting cells 
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identified by mar* ers, as tbe method relates to identifyimg cells usixxg markers. To clarify 
the steps of the clcimed method, claim 33 has been amended In particalar, step (b) has 
been included, which relates to *Hdentifying cefls that (i) hybridize with the positive 
markers and (ii) d > not hybridize with the negative markers for chondrocyte phenotypic 
stability." Suppoit for this amendment is found in applicants' specification, for example, 
on page 18 (lines iO-34) and also on page 21 (lines 2-6). 

Claim 33 vas also deemed indefinite for omitting a reference to ''probes/' To 
address this issue, claim 33 has been amended to indicate that the probes arc positive and 
negative markers for chondrocyte phenotypic stability. 

Claims 39 and 40 were deemed indefinite in omitting essential elements. To 
address this rejection, claim 39 has now been amended to include the steps of claim 33 
and claim 40 has jeen amended to include the steps of claim 35. Apphcants further note 
that claim 40 clearly identifies the selection of cells based on the expression of positive or 
negative markers. 

Claim 41 \/as deemed indefinite for reciting multiple preambles. Claim 41 has 
that it no longer recites multiple preambles, as well as to include the 



been amended so 
steps of claim 29. 
Claims 43 



and 44 were deemed indefinite because the claim limitations are not 



present in a single ? sentence and for lacking sufBcient antecedent basis. To address these 
issues, claims 43 md 44 have been amended to relate to "a method of transplanting" and 
to provide sufficii mt antecedent basis for the recitation of '*said," as suggested by the 
Examiner, 

Claim 47 N|vas deemed indefinite on the grounds that reference to claim 33 does not 
describe how to identify cells with chondrocyte phenotypic stability and tliat the claim 
fails to recite a ccrrelation step between identifying desired cells and hybridizing to 
messenger RNA :rom cells, sets of DNA probes provided on DNA arrays or DNA chips." 
To address this issue, applicants have amended claim 47 to refer to a composition that 
includes the molejcular markers identified according to claim 29, 

12 



PA6E13QO*RCVDAT1/5I20055:18:42PM [Eastern Standard Tim^^ 



Jan-rOS-OS 06:Z4pin FroiD-CLARK & ELBING LLP 



+6174287045 



T-720 P. 014/020 F-562 



ICl' 



Finally, clafms 
limitation togethi 
limitation. This 

Applicants 
prosecution and 
claims or subject 



49 and 50 were deemed indefinite in reciting a broad range or 
with a narrow range or limitation that falls within the broad range or 
rijection has been met by the present amendment- 
note that The present amendments were solely made to expedite 
a 3plicants reserve the right to pursue the subject matter of the canceled 
: natter in this or a continuing application. 



Applicant 
is respectfully 

If there are 
Account No. 03-2 



CONCLUSION 

submits that the claims are in condition for allowance, and such action 



requested. 

any additional charges or any credits, please apply them to Deposit 
095. 

Respectfully submitted. 
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